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R/R B-NHL: CD19-targeting CAR T-cell therapies in Italy

Indications

Axicabtagene
ciloleucel

§ R/R LBCL after ≥2 lines of systemic tx, including DLBCL NOS, t-FL, FL3B, 
HGBCL, PMBCL

§ LBCL (excluded PMBCL) that is refractory to/relapsed within 12 mo of 1L CIT
§ R/R FL after ≥3 lines of therapy

Brexucabtagene
autoleucel § R/R MCL after ≥2 lines of systemic therapies

Lisocabtagene
maraleucel

§ R/R LBCL after ≥2 lines of systemic tx, including DLBCL NOS, t-iNHL, FL3B, 
HGBCL, PMBCL

§ LBCL (included PMBCL) that is refractory to/relapsed within 12 mo of 1L CIT
§ R/R FL who have received ≥2 prior lines of systemic tx*

Tisagenlecleucel § R/R LBCL (excluded PMBCL) after ≥2 lines of systemic tx
§ R/R FL after ≥2 lines of tx



Pivotal Anti-CD19 CAR T-Cell Therapy Trials in R/R FL

1. Jacobson. Lancet Oncol. 2022;23:91. 2. Neelapu. Blood. 2024;142:496. 3. Thieblemont. ASH 2021. Abstr 131.        
4. Fowler. Nat Med. 2022;28:325. 5. Makita. Cancer Med. 2022;11:4889. 6. Morschhauser. Nat Med. 2024;30:2199.

*Includes 127 evaluable patients with FL. †Includes 84 with FL and 20 with MZL. ‡Includes 3 patients with tFL and 1 patient with FL3B.
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ZUMA-5: Axicabtagene Ciloleucel in R/R FL and MZL

Neelapu, ASH 2022; Jacobson, Lancet 2022.

§ Multicenter, single-arm phase II trial1,2

§ Primary endpoint: ORR (CR and PR) by IRC per Lugano classification

– In primary analysis, ORR was 94% for 84 patients with FL after 17.5 mo follow-up2

§ Key secondary endpoints: CR rate (IRRC assessed), ORR (investigator assessed), 
DoR, PFS, OS, AEs, CAR T-cell and cytokine levels

Patients with R/R FL (grade 1-3a) or MZL;
≥2 prior lines of therapy including 
anti-CD20 mAb + alkylating agent 

(N = 159; n = 127 FL)1

Conditioning CT

Axi-cel
2 x 106 cells/kg

Day 0

CAR T-Cells

Followed 
for safety 

up to 15 yr

Fludarabine 30 mg/m2 + 
Cyclophosphamide 500 mg/m2

Days -5, -4, -3

Patients with SD but no relapse >1 yr from completion of last therapy ineligible. Single-agent anti-CD20 mAb not counted as line of therapy for 
eligibility. Median time to delivery of axi-cel: 17 days following leukapheresis.





Progression-Free Survivala Cumulative Incidence of Progression and
Lymphoma-Specific Death in FLa,b

• Median PFS was 62.2 months; the 60-month PFS rate was 50.4%
o 60-month PFS rates in patients with FL were consistent regardless of high-risk factors, including POD24

o In those with a CR, the 60-month PFS rate was 61.9%; in those with PR, the rate was 9.1%

• Among patients with FL, the 60-month rate of progression or lymphoma-specific death was 35.1%

Median follow-up of 64.6 months







ELARA: Tisagenlecleucel in R/R FL

Fowler, Nat Med 2022.

§ International, single-arm phase II trial

Screening, 
apheresis, 

cryopreservation

Adult patients with 
grade I, II, or IIIA R/R 

FL, no evidence of 
histologic 

transformation/
FL 3B, no prior 

anti-CD19 therapy or 
allogeneic HSCT

(N = 97)

Optional bridging 
chemotherapy

Tisagenlecleucel 
manufacturing

Restaging, 
lymphodepletion*

Tisagenlecleucel 
infusion 

(0.6-6.0 x 108

CAR+ viable T-cells)
(n = 97)

Posttreatment 
follow-up

§ Primary endpoint: CRR by IRC

§ Secondary endpoints: ORR, DoR, PFS, OS, safety, cellular kinetics

*Lymphodepleting therapy: fludarabine 25 mg/m2/day IV for 3 days + cyclophosphamide 250 mg/m2/day IV for 3 days 
or bendamustine 90 mg/m2/day IV for 2 days.

Follow-up every 3 mo for 1 yr, 
then every 6 mo until study ends









TRANSCEND FL: Lisocabtagene maraleucel in R/R FL and MZL

Morschhauser, ASH 2023.

§ Multicenter, open-label, single-arm, phase II trial; data cutoff January 27, 2023

Patients aged ≥18 yr 
with R/R FL* or MZL; 

prior combination 
treatment with anti-
CD20 and alkylating 
agent; ECOG PS ≤1

(N = ~213) 

*High-risk features required for 2L patients: POD24 (progression ≤24 mo of diagnosis and after anti-CD20/alkylating agent therapy within 6 mo) or ≥1 mGELF criteria 
(FL-related symptoms, threatened end-organ function, cytopenia that is secondary to lymphoma or bulky disease, splenomegaly, or stable progression over ≥6 mo).

Follow-up on 
study at 5 yr 

and long-term 
(≤15 yr after 
last infusion)

Liso-cel
100 x 106 CAR T-cells 

2-7 days after 
lymphodepletion

FLU 30 mg/m2

+
CY 300 mg/m2

x 3 days

Lymphodepletion
Liso-cel 

manufacturing; 
bridging 
therapy 

permitted

Eligibility
reconfirmed

1st disease assessment 
on Day 29

Enrollment and 
leukapheresis

§ Primary endpoint: IRC-assessed ORR via PET/CT (Lugano 2014 criteria)

§ Key secondary endpoints: CRR, DoR, CR DoR, PFS, OS, safety











CAR-T in R/R FL: DESCART registry; 229 patients infused: tisa-cel (N = 187, 81.7%) or 
axi-cel (N = 42, 18.3%). Median follow-up: 7.1 months (95% CI: 6.3–12).

Ysebaert L, Hematol Oncol 2025.





He Y et al, Front Immunol 2025.







Take home messages

§ CD19 CAR-T therapy has achieved remarkable responses in relapsed/refractory B-NHL

§ In R/R follicular lymphomas, axi-cel (ZUMA-5), tisa-cel (ELARA), liso-cel (TRANSCEND)

confirmed durable responses and long-term survival benefit

§ Lymphoma-specific PFS may more accurately represent the curative potential of CAR T-

cell therapy in FL. This analysis showed a plateau in lymphoma-specific PFS emerging after

2 years, with only two events after month 30 in the ZUMA-5 study, at 5-years follow-up

§ CAR T-cells seems more effective than BsAb based on higher CR and improved PFS, with

similar rates of CRS and ICANS, in heavily pre-treated patients

§ Enrollment in clinical trials and collection of real-life data is important
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